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=> file caplus; d que 113; d que 116; d que 118; d que 121; d que 124; d que 125 
126 

FILE 1 CAPLUS ' ENTERED AT 17:33:05 ON 30 JAN 2004 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS 11 FOR DETAILS. 

COPYRIGHT (C) 2004 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field {available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 30 Jan 2004 VOL 140 ISS 6 
FILE LAST UPDATED: 29 Jan 2004 ( 2 004 01 2 9/ED ) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 
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L3 21584 SEA FILE-CAPLUS ABB-ON 

L6 724 87 SEA FILE-CAPLUS ABB=ON 

L22 69 SEA FILE-CAPLUS ABB-ON 

L25 0 SEA FILE=CAPLUS ABB-ON 



PLU-ON STAPHYLOCOCCUS AUREUS/CT 

PLU-ON ANTIBACTERIAL AGENTS +OLD/CT 

PLU=ON ACCESSORY GENE REGULAT? 

PLU-ON' L3 AND L22 AND L6 



L3 
L10 
L22 
L2 6 



21584 SEA FILE-CAPLUS ABB=ON PLU-ON 

94 092 SEA FILE-CAPLUS ABB=ON PLU=ON 

69 SEA FILE=CAPLUS ABB=ON PLU-ON 

0 SEA FILE=CAPLUS ABB-ON PLU-ON 



STAPHYLOCOCCUS AUREUS/CT 
LACTAM OR LACTONE 
ACCESSORY GENE REGULAT? 
L3 AND L22 AND L10 



=> s 113 or 116 or 118 or 121 

L72 19 L13 OR L16 OR L18 OR L21 

=> file medline; d que 135; d que 137; d que 138 
FILE ' MEDLINE f ENTERED AT 17:34:18 ON 30 JAN 2004 



FILE LAST UPDATED: 29 JAN 2004 ( 2004 0129/UP) . FILE COVERS 1958 TO DATE. 

On December 14, 2003, the 2004 MeSH terms were loaded. See HELP RLOAD 
for details . 

MEDLINE thesauri. in the /CN, /CT, and /MM fields incorporate the 
MeSH 2004 vocabulary. See http://www.nlm.nih.gov/mesh/ and 
http:Wwww.nih.gov/pubs/yechbull/nd03/nd03_mesh.html for a description 
on changes. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 
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L30 107060 SEA FILE-MEDLINE ABB-ON 

ANTI-INFECTIVE AGENTS/CT 
L35 5 SEA FILE=MEDLINE ABB=ON 



PLU-ON STAPHYLOCOCCUS AUREUS/CT 

PLU-ON AGR OR ACCESSORY GENE 

PLU^ON ANTI-BACTERIAL AGENTS/CT OR 

PLU=ON. L28 AND L29 AND L30 
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L28 24379 SEA FILE=MEDLINE ABB=ON 

L29 4 97 SEA FILE-MEDLINE ABB-ON 

REGULAT? 

L31 354100 SEA FILE—MEDLINE ABB-ON 

PEPTIDE 

L33 56475 SEA FILE=MEDLINE ABB=ON 

L37 2 SEA FILE-MEDLINE ABB-ON 



PLU=ON STAPHYLOCOCCUS AUREUS /CT 

PLU=ON AGR OR ACCESSORY GENE 

PLU-ON CYCLIC (3A) PROTEIN OR 

PLU=ON LACTONES +NT/CT 

PLU=ON L28 AND L29 AND L31 AND L33 



L28 24 379 SEA FILE=MEDLINE ABB=ON PLU-ON 

L2 9 4 97 SEA FILE-MEDLINE ABB=ON PLU=ON 

REGULAT? 

L31 354100 SEA FILE=MEDLINE ABB=ON 

PEPTIDE 

L34 72703 SEA FILE=MEDLINE ABB=ON PLU-ON 

L38 3 SEA FILE-MEDLINE ABB=ON PLU-ON 



STAPHYLOCOCCUS AUREUS/CT 
AGR OR ACCESSORY GENE 



PLU-ON CYCLIC (3A) PROTEIN OR 



LACTAMS + NT /CT 

L28 AND L29 AND L31 AND L34 



=> s 135 or 137 or 138 

L73 9 L35 OR L37 OR L38 

=> file embase; d que 14 8; d que 14 9/ d que 150 
FILE 'EMBASE' ENTERED AT 17:34:59 ON 30 JAN 2004 
COPYRIGHT (C) 2004 Elsevier Inc. All rights reserved. 

FILE COVERS 1974 TO 29 Jan 2004 (20040129/ED) 

EMBASE has' been reloaded. Enter HELP RLOAD for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 



L39 35935 SEA FILE=EMBASE ABB-ON PLU=ON "STAPHYLOCOCCUS AUREUS " + ALL/CT 

L40 838278 SEA FILE=EMBASE ABB=ON PLU=ON ANTI INFECTIVE AGENT+NT/CT 

L41 363 SEA FILE-EMBASE ABB=ON PLU=ON AGR OR ACCESSORY GENE REGULAT'? 

L42 30871 SEA FILE-EMBASE ABB-ON PLU-ON (PROTEIN OR PEPTIDE ) (3A) 

CYCL? 

L4 8 0 SEA FILE=EMBASE ABB-ON PLU-ON L39 AND L41 AND L4 0 AND L4 2 



L39 35935 SEA FILE=EMBASE ABB=ON PLU=ON "STAPHYLOCOCCUS AUREUS " +ALL/CT 

L40 838278 SEA FILE=EMBASE ABB-ON PLU=ON ANTI INFECTIVE AGENT+NT/CT 

L41 363 SEA FILE-EMBASE ABB=ON PLU-ON AGR OR ACCESSORY GENE REGULAT? 



L44 
L45 
L4 9 



4193 SEA FILE-EMBASE ABB-ON PLU-ON LACTAM+NT/CT 

7 912 SEA FILE=EMBASE ABB-ON PLU=ON LACTONE+NT/ CT 

0 SEA FILE=EMBASE ABB=ON PLU-ON L39 AND L4 1 AND L40 AND (L44 
OR L4 5) 



L39 



35935 SEA FILE=EMBASE ABB=ON PLU=ON "STAPHYLOCOCCUS AUREUS " + ALL/CT 
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L40 838278 SEA FILE=EMBASE ABB=ON 

L41 3 63 SEA FILE^EMBASE ABB-ON 

L50 0 SEA FILE=EMBASE ABB-ON 



PLU-ON ANT I INFECTIVE AGENT-l- NT /CT 
PLU-ON AGR OR ACCESSORY GENE REGULAT 

PLU-ON L39 AND L41 AND L4 0 AND CYCL? 



=> file wpid; d que 157; d que 158/ d que 160 
FILE 'WPIDS' ENTERED AT 17:35:16 ON 30 JAN 2004 
COPYRIGHT (C) 2004 THOMSON DERWENT 

FILE LAST UPDATED: 28 JAN 2004 <2 00 4 0 1 2 8 /UP> 

MOST RECENT DERWENT UPDATE: 200407 <200407/DW> 

DERWENT WORLD PATENTS . INDEX SUBSCRIBER FILE, COVERS 1963 TO DATE 



>>> NEW WEEKLY SDI FREQUENCY AVAILABLE — > see NEWS <<< 

»> PATENT IMAGES AVAILABLE FOR PRINT AND DISPLAY <« 

>>> FOR A COPY OF THE DERWENT WORLD PATENTS INDEX STN USER GUIDE , 
PLEASE VISIT: 

http: / /www. stn- international . de/training_center /patent s /stn_guide . pdf <<<. 

»> FOR DETAILS OF THE PATENTS COVERED IN CURRENT UPDATES, SEE 

http://thomsonderwent.com/coverage/latestupdates/ <<< . 

»> FOR INFORMATION ON ALL DERWENT WORLD PATENTS INDEX USER 
GUIDES, PLEASE VISIT: 

http: //thomsonderwent . com/support /userguides/ <<< 

»> ADDITIONAL POLYMER INDEXING CODES WILL BE IMPLEMENTED . FROM 
DERWENT UPDATE 200403. 

THE TIME RANGE CODE WILL ALSO CHANGE FROM 018 TO 2004. 

SDIS USING THE TIME RANGE CODE WILL NEED TO BE UPDATED. 

FOR FURTHER DETAILS: http://thomsonderwent.com/chem/polymers/ <<< 



L51 3758 SEA FILE-WPIDS ABB=ON PLU=ON STAPHYLOCOCCUS AUREUS 

L52 124 6 SEA FILE=WPIDS ABB=ON PLU-ON S AUREUS 

L53 92 SEA FILE=WPIDS ABB-ON PLU-ON AGR OR ACCESSORY GENE REGULAT? 

L54 48087 SEA FILE^WPIDS ABB=ON PLU=ON ANT I BACTER? OR ANTIINFECT? OR 

BACTERICID? OR ANTI (W) {BACTER? OR INFECT?) 

L57 7 SEA FILE=WPIDS ABB-ON PLU=ON {L51 OR L52) AND L53 AND L54 
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PLU-ON S AUREUS 

PLU=ON AGR OR ACCESSORY GENE REGULAT? 

PLU-ON LACTAM OR LACTONE 

PLU=ON (L51 OR L52) AND L53 AND L55 



L51 3758 SEA FILE=WPIDS ABB-ON PLU-ON STAPHYLOCOCCUS AUREUS 

L52 1246 SEA FILE-WPIDS ABB-ON PLU=ON S AUREUS 

L53 92 SEA FILE=WPIDS ABB-ON PLU=ON AGR OR ACCESSORY GENE REGULAT? 

L56 2040 SEA FILE=WPIDS ABB=ON PLU=ON {PEPTIDE OR PROTEIN) {3A) CYCL 
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=> s 157 or 158 or 160 

L74 7 L57 OR L58 OR L60 

=> file biosis; d que 168; d que 171 

FILE 'BIOSIS' ENTERED AT 17:35:48 ON 30 JAN 2004 

COPYRIGHT (C) 2004 BIOLOGICAL ABSTRACTS INC.(R) 

FILE COVERS 1969 TO DATE. 

CAS REGISTRY NUMBERS AND CHEMICAL NAMES (CNs) PRESENT 
FROM JANUARY 19 69 TO DATE. 

RECORDS LAST' ADDED: 28 January 2004 (20040128/ED) 
FILE RELOADED: 19 October 2003. 



L62 60064 SEA FILE=BIOSIS ABB-ON 
(W) AUREUS 

L63 604 SEA FILE=BIOSIS ABB-ON 

L64 204285 SEA FILE^BIOSIS ABB-ON 
ANTI (W) (BACTER? OR II 

L67 26 SEA FILE-BIOSIS ABB-ON 

L68 1 SEA FILE=BIOSIS ABB=ON 



PLU-ON (STAPHYLOCOCCUS OR STAPH OR S) 

PLU=ON AGR OR ACCESSORY GENE REGULAT? 

PLU=ON ANTIBACTER? OR ANTI INFECT? OR 
FECT?) OR BACTERI CI D? 
PLU-ON L62 AND L63 AND L64 
PLU-ON L67 AND ENGINEERED/ T I 



L62 60064 SEA FILE-BIOSIS ABB-ON 

(W) AUREUS • 

L63 604 SEA FILE=BIOSIS ABB=ON 

L66 29093 SEA FILE=BIOSIS ABB=ON 

L70 . 5 SEA FILE-BIOSIS ABB=ON 

L71 . 1 SEA FILE=BIOSIS ABB=ON 



PLU=ON (STAPHYLOCOCCUS OR STAPH OR S} 

PLU=ON AGR OR ACCESSORY GENE REGULAT? 

PLU=ON LACTONE OR LACTAM 

PLU-ON L62 AND L63 AND L66 

PLU-ON L70 AND EVOLUTION/TI 



=> s 168 or 171 

L75 2 L68 OR L71 

=> dup rem' 173 172 175 174 

FILE 'MEDLINE' ENTERED AT 17:36:22 ON 30 JAN 2004 

FILE 'CAPLUS' ENTERED AT 17:36:22 ON 30 JAN 2004 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT . 

PLEASE SEE "HELP USAGETERMS " FOR DETAILS. 

COPYRIGHT (C) 2004 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE ' BIOSIS ' ENTERED AT 17:36:22 ON 30 JAN 2004 
COPYRIGHT (C) 2004 BIOLOGICAL ABSTRACTS INC.(R) 

FILE 'WPIDS' ENTERED AT 17:36:22 ON 30 JAN 2004 

COPYRIGHT (C) 2004 THOMSON DERWENT 

PROCESSING COMPLETED FOR L73 

PROCESSING COMPLETED FOR L72 

PROCESSING COMPLETED FOR L75 

PROCESSING COMPLETED FOR L74 

L76 34 DUP REM L73 L72 L75 L74 (3 DUPLICATES REMOVED ) 

' ANSWERS '1-9' FROM FILE MEDLINE 
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ANSWERS '10-27' FROM FILE CAPLUS 
ANSWER '28' FROM FILE BIOSIS 
ANSWERS '29-34' FROM FILE WPIDS 



=> d ibib ab 176 1-34 



L76 ANSWER 1 OF 34 
ACCESSION NUMBER: 
DOCUMENT NUMBER: • 
TITLE: 



AUTHOR 



CORPORATE SOURCE: 



SOURCE: 

PUB . COUNTRY: 
DOCUMENT TYPE: 
LANGUAGE : 
FILE SEGMENT : 
OTHER SOURCE: 
ENTRY MONTH: 
ENTRY DATE: 



AB 



MEDLINE on STN DUPLICATE 2 

2001444137 MEDLINE 
21382775 PubMed ID: 11489134 

Structure, activity and evolution of the group I 
thiolactone peptide quorum-sensing system of 
Staphylococcus aureus. 

MDowell P; Affas Z; Reynolds C; Holden M T; Wood S J; Saint 
S; Cockayne A; Hill P J; Dodd C E; Bycroft B W; Chan W C; 
Williams P 

Institute of Infections and Immunity, School of 
Pharmaceutical Sciences, and School of Biosciences, 
University of Nottingham, Nottingham NG7 2RD, UK. 
MOLECULAR MICROBIOLOGY, (2001 Jul) 41 (2) 503-12. 
Journal code: 8712028. ISSN: 0950-382X. 
England: United Kingdom 
Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 

GENBANK-AF0 0 17 8 2; GENBANK-AF0 01783 
200204' 

Entered STN: 20010813 
Last Updated on STN: 20020412 
Entered Medline: 20020411 
In Staphylococcus aureus, the agr locus is responsible for 

controlling virulence gene expression via quorum sensing. As the blockade 
of quorum sensing offers a novel strategy for attenuating infection, we 
sought to gain novel insights into the structure, activity and turnover of 
the secreted staphylococcal autoinducing peptide (AIP) signal 
molecules. A series of analogues (including the L-alanine and D-amino 
acid scanned peptides) was synthesized to determine the 

functionally critical residues within the S. aureus group I AIP. As a 
consequence, we established that (i) the group I AIP is inactivated in 
culture supernatants by the formation of the corresponding methionyl 
sulphoxide; and (ii) the group I AIP lactam analogue retains the capacity 
to activate agr, suggesting that covalent modification of the 
AgrC receptor is not a necessary prerequisite for agr 

activation. Although each of the D-amino acid scanned AIP analogues 
retained activity, replacement of the endocyclic amino acid residue 
(aspartate) located C-terminally to the central cysteine with alanine 
converted the group I AIP from an activator to a potent inhibitor. The 
screening of clinical S. aureus isolates for novel AIP groups revealed a 
variant that differed from the group I AIP by a single amino acid residue 
(aspartate to tyrosine) in the same position defined as critical by 
alanine scanning. Although this AIP inhibits group I S. aureus strains, 
the producer strains possess a functional agr locus dependent on 
the endogenous peptide and, as such, constitute a fourth S. 
aureus AIP pheromone group (group IV) . The addition of exogenous 
synthetic AIPs to S. aureus inhibited the production of toxic shock 
syndrome toxin (TSST-1) and enterotoxin C3, confirming the potential of- 
quorum-sensing blockade as a therapeutic strategy. 



L76 ANSWER 2 OF 34 MEDLINE on STN DUPLICATE 3 

ACCESSION NUMBER: 1999145530 MEDLINE 

DOCUMENT NUMBER: 99145530 PubMed ID: 9990004 

TITLE : Structure-activity analysis of synthetic autoinducing 
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AUTHOR: 

CORPORATE SOURCE: 



CONTRACT NUMBER: 

AI30138-09 (NIGMS) 

GM55843-01 
SOURCE: 



thiolactone peptides from Staphylococcus aureus 
responsible for virulence. 

Mayville P; Ji G; Beavis R; Yang H; Goger M; Novxck R P; 
Muir T W 

Laboratory of Synthetic Protein Chemistry, The Rockefeller 
University, 1230 York Avenue, New York, NY 10021, USA. 
A142783 (NIAID) 



PUB. COUNTRY: 
DOCUMENT TYPE 
LANGUAGE : 
FILE SEGMENT: 
ENTRY MONTH: 
ENTRY DATE: 



AB 



PROCEEDINGS OF THE NATIONAL ACADEMY OF SCIENCES OF THE 
UNITED STATES OF AMERICA, (1999 Feb 16) 96 (4) 1218-23. 
Journal code: 7505876. ISSN: 0027-8424. 
United States 

Journal; Article; ( JOURNAL ARTICLE) 
English 

Priority Journals 
199903 

Entered STN: 19990402 
Last Updated on STN: 19990402 
Entered Medline: 19990325 
The synthesis of virulence factors and other extracellular proteins 
responsible for pathogenicity in Staphylococcus aureus is under the 
control of the agr locus. A secreted agr-encoded 

peptide, AgrD, processed from the AgrD gene product, is known to 

be an effector of self-strain activation and cross-strain inhibition of 

the agr response. Biochemical analysis of AgrD peptides 

isolated from culture, supernatants has suggested that they contain an 

unusual thiol ester-linked cyclic structure. In the present work, 

chemical synthesis is used to confirm that the mature AgrD 

peptides contain a thiolactone structure and that this feature is 

absolutely necessary for full biological activity. The AgrD synthetic 

thiolactone peptides exhibited biological activity in vivo in a 

mouse protection test. Structure-activity studies have allowed key 

aspects of the peptide structure involved in the differential 

activation and inhibition functions to be identified. Accordingly, we 

propose a model for activation and inhibition of the agr 

response in which the former, but not the latter, involves specific 

acylation of the agr transmembrane receptor, AgrC . 



L7 6 ANSWER 3 OF 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 



AUTHOR: 



CORPORATE SOURCE: 



SOURCE: 



PUB. COUNTRY: 
DOCUMENT TYPE: 
LANGUAGE : 
FILE SEGMENT: 
ENTRY MONTH: 



34 MEDLINE on STN 

2003145749 MEDLINE 
22546994 PubMed ID: 12660939 
Staphylococcus aureus accessory gene 
regulator (agr) group II: is there a 

relationship to the development of intermediate-level 
glycopeptide resistance?. 

Sakoulas George; Eliopoulos George M; Moellering Robert C 
Jr; Novick Richard P; Venkataraman Lata; Wennersten 
Christine; DeGirolami Paola C; Schwaber Mitchell J; Gold 
Howard S 

Department of Medicine, Division of ■ Laboratory and 
Transfusion Medicine and Harvard Medical School, Boston, 
Massachussetts , USA. . gsakoulas@crystalrunhealthcare.com 
JOURNAL OF INFECTIOUS DISEASES, (2003 Mar 15) 187 (6) 
929-38. 

Journal code: 0413675. ISSN: 0022-1899. 
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Journal; Article; (JOURNAL ARTICLE) 
English 

Abridged Index Medicus Journals; Priority Journals 
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Last Updated on STN: 20030426 
Entered Medline: 20030425 
AB We previously determined that all 6 Staphylococcus aureus strains with 
confirmed intermediate-level resistance to glycopeptides ( glycopeptide 
intermediate S. aureus ' [GISA] ) from the United States that we tested 
belonged to accessory gene regulator ( 

agr) group II. In the present study, we found that 56% of 

surveyed bloodstream methicillin-resistant S. aureus isolates (n = 148) at 

our hospital were agr group II, whereas only 24% of 

methicillin-susceptible S. aureus isolates (n = 33) were agr 

group II (P = .001). Population analysis of genetically engineered 

agr-null and parent wild-type strains of groups I, II, and IV" 

revealed that, when agr function is lost, the agr 

group II knockout S. aureus was most likely to develop glycopeptide 
heteroresistance after growth in 1 microg/mL but not 16 microg/mL 
vancomycin. This strain was unique in showing decreased autolysis after- 
growth in these conditions. This study suggests that some S. aureus 
strains have an intrinsic survival advantage under a glycopeptide 
selective pressure, which is possibly related to reduced autolysis after 
exposure to subinhibitory concentrations of glycopeptide. 

L76 ANSWER 4 OF 34 MEDLINE on STN 

ACCESSION NUMBER: 2003333177 MEDLINE 
DOCUMENT NUMBER: PubMed ID: 12865410 

TITLE: Salicylic acid attenuates virulence in endovascular 

infections by targeting global regulatory pathways in. 
Staphylococcus aureus . 

COMMENT: Comment in: J Clin Invest. 2003 Jul ; 1 12 ( 2 ) : 1 4 9-5 1 . PubMed 

ID: 12865403 

AUTHOR: Kupferwasser Leon Iri; Yeaman Michael R; Nast Cynthia C; 

Kupferwasser Deborah; Xiong Yan-Qiong; Palma Marco; Cheung 
Ambrose L; Bayer Arnold S 
CORPORATE SOURCE: Division of Infectious Disease, Harbor-UCLA (University of 

California-Los Angeles), Torrance, California, USA. 
CONTRACT NUMBER: AI-37142 (NIAID) 

AI-39001 (NIAID) 
AI-39108 (NIAID) 

SOURCE: Journal of clinical investigation, (2003 Jul) 112 (2) 

222-33. 

Journal code: 7802877. ISSN: 0021-9738. 
PUB. COUNTRY: United States 

DOCUMENT TYPE: Journal; Article; (JOURNAL ARTICLE) 

LANGUAGE: English 

EILE SEGMENT: Abridged Index Medicus Journals; Priority Journals 

ENTRY MONTH: 200308 

ENTRY DATE: Entered STN: 20030717 

Last Updated on STN: 20030807 
Entered Medline: 20030806 

AB Aspirin has been previously shown to reduce the in vivo virulence of 

Staphylococcus aureus in experimental endocarditis, through antiplatelet 
and antimicrobial mechanisms. In the present study, salicylic acid, the 
major in vivo metabolite of aspirin, mitigated two important virulence 
phenotypes in both clinical and laboratory S. aureus strains: 
alpha-hemolysin secretion and fibronectin binding in vitro. In addition, 
salicylic acid reduced the expression of the alpha-hemolysin gene 
promoter, hla, and the fibronectin gene promoter, fnbA. Transcriptional 
analysis, fluorometry, and flow .cytometry revealed evidence of salicylic 
acid-mediated activation of the stress-response gene sigB. Expression of 
the sigB-repressible global regulon sarAand the global regulon 
agr were also mitigated by salicylic acid, corresponding to the 
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reduced expression of the hla and fnbA genes in vitro. Studies in 
experimental endocarditis confirmed the key roles of both sarA and sigB in 
mediating the ant istaphylococcal effects of salicylic acid in vivo. 
Therefore, aspirin has the potential to be an adjuvant therapeutic agent 
against endovascular infections that result from S. aureus, by 
downmodulating key staphylococcal global regulons and structural genes in 
vivo, thus abrogating relevant virulence phenotypes. 
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MEDLINE on STN 
2001248100 MEDLINE 
21189213 PubMed ID: 11292717 

Subinhibitory clindamycin differentially inhibits 
transcription of exoprotein genes in Staphylococcus aureus. 
Herbert S; Barry P; Novick R P 

Program in Molecular Pathogenesis, Skirball Institute, New 
York University School of Medicine, New York, New York 
10016, USA. 
RO1-AI30138 (NIAID) 

INFECTION AND IMMUNITY, (2001 May) 69 (5) 2996-3003. 
Journal code: 0246127. ISSN: 0019-9567. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
200105 

Entered STN: 20010517 
Last Updated on STN: 20010517 
Entered Medline: 20010510 
It has long been known that certain antibiotics, at subinhibitory 
concentrations, differentially inhibit the synthesis of alpha-hemolysin 
and other staphylococcal virulence factors. In this report, we show that 
subinhibitory clindamycin (SBCL) eliminates production of nearly all 
exoproteins by Staphylococcus aureus but has virtually no effect on 
cytoplasmic proteins. The effect was abolished by a gene conferring 
resistance to macrolides-lincosamides-st reptogramin B, showing that 
differential inhibition of protein synthesis is responsible; remarkably, 
however, subinhibitory clindamycin blocked production of several of the 
individual exoprotein genes, including spa (encoding protein A) , hla 
(encoding alpha-hemolysin) , and spr (encoding serine protease) , at the 
level of transcription, suggesting that the primary effect must be 
differential inhibition of the synthesis of one or more regulatory 
proteins. In contrast to earlier reports, however, we found that 
subinhibitory clindamycin stimulates synthesis of coagulase and 
fibronectin binding protein B, also at the level of transcription, 
agr and sar expression was minimally affected by subinhibitory 
clindamycin. These effects varied from strain to strain and do not seem 
to be responsible for the effects of subinhibitory clindamycin on the 
overall exoprotein pattern. 
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Pheromone cross-inhibition between Staphylococcus aureus 
and Staphylococcus epidermidis. 
Otto M; Echner H; Voelter W; Gotz F 

Mikrobielle Genetik, Abteilung fur Physikali sche Biochemie, 
Universitat Tubingen, Tubingen, Germany. . 
michael . otto@uni- tuebingen . de 

INFECTION AND IMMUNITY, (2001 Mar) 69 (3). 1957-60. 
Journal code: 0246127. ISSN: 0019-9567. 
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ENTRY MONTH: 200105 

ENTRY DATE: Entered STN: 20010529 

Last Updated on STN: 20010529 
Entered Medline: 20010524 

AB Cross-inhibition by quorum-sensing pheroraones between Staphylococcus 

aureus and Staphylococcus epidermidis was investigated using all known S. 
aureus agr pheromone subgroups. All S. aureus subgroups were 
sensitive towards the S. epidermidis pheromone, with the exception of the 
recently identified subgroup 4. The subgroup 4 pheromone was also the 
only S. aureus pheromone able to inhibit the S. epidermidis agr 
response. The close relation of subgroup 4 to subgroup 1 suggests that 
subgroup 4 might have evolved from subgroup 1 by mutation under the 
selective pressure of competition with S. epidermidis. The competition 
between S. aureus and S. epidermidis by means of quorum-sensing cross talk 
seems to be generally in favor of S. epidermidis, which might explain the 
predominance of S. epidermidis on the skin and in infections on indwelling 
medical devices. 

L76 ANSWER 7 OF 34 MEDLINE on STN 

ACCESSION NUMBER: 2001541407 MEDLINE 
DOCUMENT NUMBER: 21472528 PubMed ID: 11587788 

TITLE: Staphylococcus aureus and Staphylococcus epidermidis 

peptide pheromones produced by the accessory 
gene regulator agr system. 

AUTHOR: Otto M 

CORPORATE SOURCE: Rocky Mountain Laboratory, Laboratory of Human Bacterial 

Pathogenesis, NIAID,. NIH, 903 South 4th Street, Hamilton, 
MT 59840, USA., motto@niaid.nih.gov 

SOURCE: PEPTIDES, (2001 Oct) 22 (10) 1603-8. Ref: 39 

Journal code: 8008690. ISSN: 0196-9781. 

PUB. COUNTRY: United States 

DOCUMENT TYPE: Journal; Article; ( JOURNAL ARTICLE) 

General Review; (REVIEW) 

(REVIEW, TUTORIAL) 
LANGUAGE: English 
FILE SEGMENT: Priority Journals 

ENTRY MONTH: 200112 

ENTRY DATE: Entered STN: 20011008 

Last Updated on STN: 20020122 

Entered Medline: 20011214 
AB The accessory gene regulator (agr) 

system of staphylococci regulates the expression of virulence factors in 
response to cell density. The extracellular signaling molecule encoded by 
this system is a thiolactone-containing pheromone peptide whose primary 
sequence varies among staphylococcal strains. A pos t-translat ional 
modification of the peptide is believed to be carried out by an enzyme 
with a novel function, AgrB . Staphylococcal pheromones show 
cross-inhibiting properties: Pheromones of self and pheromones of non-self 
induce and suppress the agr response, respectively, and have 
therefore been proposed as novel ant i-staphylococcal drugs. As inhibition 
of agr leads to diminished expression of toxins, but to 

increased expression of colonization factors and biofilm formation, their 
therapeutic potential remains yet to be evaluated in depth. 
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TITLE: Rational design of a global inhibitor of the virulence 
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response in Staphylococcus aureus, based in part on 
localization of the site of inhibition to the 
receptor-histidine kinase, AgrC. 
AUTHOR: Lyon G J;. Mayville P; Muir T W; Novick R P ' 

CORPORATE SOURCE: Laboratory of Synthetic Protein Chemistry, The Rockefeller 

University, 1230 York Avenue, New York, NY 10021, USA. 
CONTRACT NUMBER: AI 42783 (NIAID) 

GM07739 (NIGMS) 

SOURCE: PROCEEDINGS OF THE NATIONAL ACADEMY OF SCIENCES OF THE 

UNITED STATES OF AMERICA, (2000 Nov 21) 97 (24) 13330-5.' 
Journal code: 7505876. ISSN: 0027-8424. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
200105 

Entered STN: 20010529 
Last Updated on STN: 20010529 
Entered Medline: 20010524 
Two-component signaling systems involving receptor-histidine kinases are 
ubiquitous in bacteria and have been found in yeast and plants. These 
systems provide the major means by which bacteria communicate with each 
other and the outside world. Remarkably, very little is known concerning 
the extracellular ligands that presumably bind to- receptor-histidine 
kinases to initiate signaling. The two-component agr signaling 
circuit in Staphylococcus aureus is one system where the ligands are known 
in chemical detail, thus opening the door for detailed structure-activity 
relationship studies. These ligands are short (8- to 9-aa) 
peptides containing a thiolactone structure, in which the 
alpha-carboxyl group of the C-terminal amino acid is linked to the 
sulfhydryl group of a cysteine, which is always the fifth amino acid from 
the C terminus of the peptide. One unique aspect of the 
agr system is that peptides that activate virulence 

expression in one group of S. aureus strains also inhibit virulence 
expression in other groups of S. aureus strains. Herein, it is 
demonstrated by switching the receptor-histidine kinase, AgrC, between 
strains of different agr specificity types, that intragroup 
activation and intergroup inhibition are both mediated by the same 
group-specific receptors. These results have facilitated the development 
of a global inhibitor of virulence in S. aureus, which consists of a 
truncated version of one of the naturally occurring thiolactone 
peptides . 
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Population studies of methicillin-resistant and -sensitive 
Staphylococcus aureus strains reveal a lack of variability 
in the agrD gene, encoding a staphylococcal autoinducer 
peptide . 

van Leeuwen W; van Nieuwenhui zen W; Gijzen C; Verbrugh H; 
van Belkum A 

Department of Medical Microbiology and Infectious Diseases, 
Erasmus University Medical Center Rotterdam, Rotterdam, The 
Netherlands. . vanleeuwen@bacl.azr.nl 

JOURNAL OF BACTERIOLOGY, (2000 Oct) 182 (20) 5721-9. 
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200010 

Entered STN: 20010322 
Last Updated on STN: 20010322 
Entered Medline: 20001026 
The virulence of Staphylococcus aureus is controlled by the 
accessory gene regulator (agr) 

system, including an extracellular inducer encoded by agrD. Variable 
agr PCR restriction fragment length polymorphism ( RFLP ) patterns 
of unique S. aureus strains (n = 192) were determined for a region 
comprising agrD and parts of the neighboring agrC and agrB genes. Twelve 
unique RFLP patterns were identified among S. aureus strains in general; 
these patterns were further specified by sequencing. All sequences could 
be catalogued in the three current agr groups. A major 
proportion of the S. aureus strains belong to agr group 1, 

whereas only 6% of the methicillin-suscept ible S. aureus strains and 5% of 
the methicillin-resistant S. aureus strains belong to agr groups 

2 and 3, respectively. The homology between groups varied from 75 to 80%, 
and within groups it varied from. 96 to 100%. Different levels of sequence 
variability were observed in the different agr genes. 

agr-related bacterial interference among colonizing S. aureus 

strains in the noses of persistent and intermittent human carriers was 

studied. S. aureus strains belonging to different agr groups 

were encountered in the same individual. This may suggest that the 

activity of the agrD gene product does not define colonization dynamics, 

which is further substantiated by the rarity of agr group 2 and 

3 strains . 
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Blocking expression of virulence factors in 
Staphylococcus aureus with peptide compositions 
Novick, Richard P.; Ji, Guangyong; Beavis, Ronald 
New York University, USA 
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This invention provides peptides which inhibit agr transcription 
in S. aureus and thereby block the expression of virulence factors in S. 
aureus, pharmaceutical compns . comprising these peptides, as well as 
methods for treating or preventing an infection or disease caused by S. 
aureus using the peptides of the present invention. 
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AB The invention provides compds . I [Z = NH2 or NHC ( : CH2 ) CONH2 ; Rl - 

l-methyl-4-imidazolylsul f onyl , tripyrrolinophosphonium, H, phosphonyl, 
acyl, or carbamoyl groups, (CH2CH20) l-6Me, ( un ) subs tit uted alkyl, alkenyl, 
alkynyl; R2 = hydroxy-f unctionali zed tet rahydropyran derivs., H, 
phosphonyl, acyl, or carbamoyl groups, S03H, (CH2CH20) 1-6H, 
(CH2CH20) l-6Me, ( un ) substituted alkyl, alkenyl, alkynyl] having potent 
antibiotic activity, including activity towards Gram-pos. bacteria and 
mycobacteria. Thus, I ( Z = NHC ( : CH2 ) CONH2 , . Rl - Me, R2 = H) was prepared by 
O-methylation of nocathiacin I and showed MIC = 0.015, 0.003, and 0.015 
(xg/mL assayed against Staphylococcus aureus,' Streptococcus pneumoniae, 
and Enterococcus faecalis, resp.. 
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AB The invention relates to antibacterial amide macro-cycles , e.g. (I), to 

methods for the production thereof, and to the use of the same [or producing 
pharmaceuticals for the treatment and/or prophylaxis of illness, especially 
bacterial infections. Title compds . were synthesized beginning with 
salicylaldehyde, which was 5-iodinated, O-protected, reduced to the 
hydroxymethyl , brominated on the CH2 group, and coupled with di-Et 
2-tert-butoxycarbonylaminomalonate, which, after decarboxylation and 
deesterif ication, gave the ( DL) -N-Boc-protected 2 ' -benzyloxy-5 ' -iodo- 
phenylalanine (II). II was resolved into its pure D- and L-enantiomers ; 
the L-II was protected as the N-Cbz derivative, then esterified with 
2- ( trimethylsilyl ) ethanol , then reacted with (III) (prepared from II and 
.4, 4,4', 4' ,5, 5, 5' ,5' -oct amethyl-2 , 2 ' -bi-1 , 3 , 2-dioxaborolane ) to give 
biphenyl compound (IV) . In a sep. reaction, (V) was prepared from the 
corresponding L-ornithine tert-Bu ester, the lactone opened and the ale. 
protected as the tert-butyldimethylsi lyl derivative, and reacted with biphenyl 
IV, to give, after deprotection and amide formation, I as the 
dihydrochloride salt. In in vitro tests, using S. aureus, E. faecalis, B. 
catarrhalis, and E. coli strains, I had min. blood concentration effective ranges 
of 0.2-6.25 ^iM. 

REFERENCE COUNT: 5 THERE ARE 5 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

L76 ANSWER 13 OF 34 CAPLUS COPYRIGHT 2004 ACS on STN 
ACCESSION NUMBER: 2003:521316 CAPLUS 

DOCUMENT NUMBER: 139:277145 

TITLE: Side-chain-to-tail thiolactone peptide inhibitors of 

the staphylococcal quorum-sensing system 
AUTHOR (S) : Scott, R. John; Lian, Lu-Yun; Muharram, S. Hanna; 

Cockayne, Alan; Wood, Stewart J.; Bycroft, Barrie W. ; 

Williams, Paul; Chan, Weng C. 
CORPORATE SOURCE: School of Pharmaceutical Sciences, University of 

Nottingham, Nottingham, NG7 2RD, UK 
SOURCE: Bioorganic & Medicinal Chemistry Letters (2003), 

13{15), 2449-2453 

CODEN: BMCLE8; ISSN: 0960-894X 
PUBLISHER: Elsevier Science B.V. 

DOCUMENT TYPE: Journal 
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AB The expression of many staphylococcal virulence factors are regulated by 
the agr locus via a two-component signal transduction system 
(TCSTS) , which is activated in response to a secreted autoinducer peptide 
(AIP) . By exploiting the unique chemical architecture of the naturally 
occurring AIP-1, several potent inhibitors of' staphylococcal TCSTS were 
designed and synthesized using either a linear or branched solid-phase 
approach. These prepared inhibitors I [Rl - CH (NH2 ) ( S ) -CH2 4 -C6H40H, R2 - 
Me, or CH2Me; Rl - ( CH2 ) 30C6H4CH2Ph, or (CH2 ) 30C6H4C0Ph, R2 - Me] are 
competitive binders and contain the crucial 16-membered side-chain-to-tail 
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Transcriptional induction of the penicillin-binding 
protein 2 gene in Staphylococcus aureus by cell 
wall-active antibiotics oxacillin and vancomycin 
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Mamatha; Daum, Robert S. 

Department of Pediatrics, The University of Chicago, 
Chicago, -IL, 60637, USA 

Antimicrobial Agents and Chemotherapy (2003), 47(3), 
1028-1036 

CODEN: AMACCQ; ISSN: 0066-4804 
American Society for Microbiology 
Journal 
English 

We found an increased abundance of pbpB- speci f ic transcripts in vancomycin 
intermediate-resistant Staphylococcus aureus (VISA) isolates compared with 
that found in paired, genetically identical, susceptible isolates. This 
difference in expression cannot be explained by differences in the pbpB 
promoter sequence. Since the factors controlling pbpB gene expression 
have remained largely unexplored, various conditions that might affect 
pbpB transcript abundance were examined In both vancomycin-suscept ible and 
VISA strains, pbpB expression varied with the growth phase, with the 
highest abundance of pbpB-speci f ic transcripts detected during mid-log 
phase. Interestingly, both vancomycin and oxacillin were able to induce 
■pbpB transcription above a constitutive level. When vancomycin was 
absent, one of the three pbpB-speci f ic transcripts that were usually 
faintly detected in non-VISA strains was more readily detected in VISA 
strains during mid-log but not stationary phase. This transcript was 
enhanced in non-VISA strains by vancomycin induction. Gel shift assays 
indicated that an increased amount of the putative transcription factor tha 
binds to both PI and PI' promoter regions is present in the cytosol of 
vancomycin-induced cells. Neither the SigB sigma factor nor the 
quorum-sensing agr locus was required for growth phase-variable 
pbpB expression or transcriptional induction of pbpB by vancomycin or 
oxacillin. Also, Mecl, MecRl, Blal, and BlaRl, regulatory proteins that 
mediate p- lactam-inducible expression of mecA and 
(3-lactamase, were not required for antibiotic induction of pbpB 
transcription. These data support the idea that pbpB expression is 
modulated by a trans-acting factor in response to the presence of the cell 
wall-active antibiotics vancomycin and oxacillin. 
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The present invention provides methods for identifying new drugs and 
potential inhibitors and modulators of drug-resistant variants of a target 
protein of a drug of interest. A drug-resistant variant according to the 
invention has at least one mutation resulting in a structural change, an 
activity change or a stability change as compared to the target protein. 
Such variants would include natural variants such as those encountered in 
the clinic, but preferably variants are selected by. directed evolution 
methodol . The present invention relates to methods for designing new 
drugs useful against drug-resistant bacterial cells, viruses, mammalian 
cells and the like. The method involves identifying a target protein of 
the drug, selecting for drug-resistant variants that have an altered 
target protein (variant protein) by directed evolution, determining the three 
dimensional structure of the target and variant proteins and designing a 
new drug that can be effective against at least one drug-resistant 
variant. The present invention can be used to predict future mutations 
that lead to drug resistance and the type of drugs that are effective to 
combat such resistance. 
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methods for making antimicrobial sulfonamide derivs . , methods for 
inhibiting microbial growth with antimicrobial sulfonamide derivs., and 
methods for treating or preventing microbial infections in a subject with 
antimicrobial sulfonamide derivs. Antimicrobial sulfonamide derivs. are 
generally an amino core antibiotic that has been further modified with a 
lipophilic sulfonyl group. 
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AB The present invention comprises compns . and methods for treating a tumor 
or neoplastic disease in a host, The methods employ conjugates comprising 
superantigen polypeptides, nucleic acids with other structures that 
preferentially bind to tumor cells and are capable of inducing apoptosis. ■ 
Also provided are superantigen-glycolipid conjugates and vesicles that are 
loaded onto antigen presenting cells to activate both T cells and NKT 
cells. Cell-based vaccines comprise tumor cells engineered to express a 
superantigen along with glycolipids products which, when expressed, render 
the cells capable of eliciting an effective anti-tumor immune response in 
a mammal into which these cells are introduced. Included among these 
compns. are tumor cells, hybrid cells of tumor cells and accessory cells, 
. preferably dendritic cells. Also provided are tumoricidal T cells and NKT 
cells devoid of inhibitory receptors or inhibitory signaling motifs which 
are hyperresponsive to the the above compns. and lipid-based tumor associated 
antigens that can be administered for adoptive immunotherapy of cancer and 
infectious diseases. 
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OTHER SOURCE(S): CASREACT 138:106988 

AB Nocathiacin I, I [R = NHC ( : CH2 ) CONH2 ] , ' and nocathiacin IV, I ( R = NH2), 
are novel indole-containing thiazolyl cyclic peptide antibiotics, which 
exhibit potent activity against key Gram-pos . bacterial pathogens, 
including multi drug-resistant Staphylococcus aureus, Streptococcus 
pneumoniae, and Enterococcus faecium. New nocathiacins I (R = 
NHCH2CH2NR1R2; NR1R2 - morpholine; Rl = R2 = CH2CH20H; Rl - Et , R2 = 
CH2CH20H; Rl = Me, R2 - CH2CH20H; Rl - R2 - Et ; Rl - Et, R2 - CH2C02H) 
were prepared from nocathiacin IV by condensation with glycolaldehyde dimer 
followed by tandem reductive amination of the intermediate with NHR1R2. 
This transformation readily tolerated the complex architecture of 
nocathiacin IV and allowed selective incorporation of water-solubili zing 
groups to the primary amide in nocathiacin IV without needing the presence 
of protecting groups. 
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The novel cyclic . peptoid I, based upon a 1 , 1 ' -binaphthyl scaffold and a 
bridging tripeptide moiety, was synthesized utilizing a ring-closing 
metathesis reaction. The individual major and minor diastereomers of 
compound I were shown to have promising anti-bacterial activity against 
Staphylococcus aureus with inhibition of microbial growth at 17 ^tL-lm 
(MIC) and 31 yig ml-1, resp. 
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vancomycin and its aglycon are described. These investigations follow 
from the promising biol . activity of a protected and synthetically 
modified vancomycin aglycon analog in which the asparagine side chain was 
modified to possess a nitrile, rather than a carboxamide. Although this 
modification typically was detrimental to antimicrobial activity, 
hydrophobic vancomycin aglycon analogs that lack a lipid anchor as well as 
the disaccharide are detailed that exhibit unusual potency against VanB, 
but not VanA, resistant bacteria. 
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AB Macrocyclic compds . I [X - O, NH, S; R1-R4 = H, amino or an amino acid 
side chain; R5 = H, OH, C02H, halo, SH, cyano, amino, an electron 
withdrawing group, alkoxy, C(0)NH2, -C(0)NHR6, C(O)- (amino acid) 1-4, 
-C(0)OR6, CH20H, -CH20R6, NHC (O) R7 , or -NH- (amino acid) 1-4; R6, R7 = alkyl 
(optionally substituted with OH, halogen, C02H, cyano, amino, amidine, 
guanidine,. urea, or a nucleobase) or aryl, aralkyl, he terocycl yl , or 
heterocyclyalkyl optionally substituted with OH, halogen, C02H, oxo, 
cyano, amino, amidine, guanidine, or urea (the substituent may also be 
Cl-4 alkyl in the case of R7 ) ] are useful for therapeutic and prophylactic 
treatment of bacterial infection in mammals. Solid phase synthetic 
procedures are given for the synthesis of a library of macrocyclic compds. 
using KanTM reactors. Claimed compds. include macrocycle II. Min. 

.inhibitory concentration and coupled bacterial transcription/translation data are 
tabulated . 
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CORPORATE SOURCE: 

SOURCE: 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
AB 



Koster, Brenda; Malloch, David 

Department of Chemistry, University of Iowa, Iowa 
City, IA, 52242, USA 

Journal of Natural Products (2001), 64(5), 555-558 
CODEN: JNPRDF; ISSN: 0163-3864 
American Chemical Society 
Journal 
English 

Pseudodestruxins A (I) and B (II), two new cyclic peptides, have been 
isolated from cultures of the coprophilous fungus Nigrosabulum globosum. 
The structure of pseudodest ruxin A was elucidated using 2D NMR techniques 
and confirmed by single-crystal X-ray diffraction anal. The structure of 
pseudodestruxin B was assigned by comparing its NMR and FABMS data with 
those of pseudodestruxin A. The known compds . ascochlorin and 
5-chlorocollectorin B were also isolated from N. globosum. Although 
Pseudodestruxins A and B display antibacterial effects, ascochlorin was 
found to be responsible for the antifungal activity of the crude extract 

12 THERE ARE 12 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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Preparation of cyclic peptides having broad spectrum 

antimicrobial activity 

Chang, Conway; Gu, Leo; Chen, Jie 

Intrabiotics Pharmaceuticals, Inc., USA 

PCT Int. Appl. , 167 pp. 
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Patent 

English 
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WO 



AU 1998-51535 
1997-US19557 



19971027 
19971027 
= 0-2, n = 0- 



The present invention provides cyclic peptides I [m = 0-2, n = 0-1, with 
the proviso that when m = 2, n = 0; X21, X22, X24, X25, X27, X28 are each 
independently present or absent; X7 and X4 are either both present or both 
absent; X8 and X3 are either both present or both absent; X2-X5, X7, X8, 
X13, X14, X16-X19, X21, X22, X27, X28 independently - hydrophobic amino 
acid, hydrophilic amino acid, small amino acid, with provisos (i) when X2 
= hydrophobic amino acid, X7, X14, X19, X21, and X28 independently - 
hydrophobic amino acid or small amino acid and X3, X8, X13, X18, X22 and 
X27 independently = hydrophilic amino acid or small amino acid and (ii) 
when X2 = hydrophilic amino acid X7 , X14, X19, X21, and X28 independently 
= hydrophilic amino acid or small amino acid and X3, X8, X13, X18, X22 and 
X27 independently = hydrophobic amino acid or small amino acid; X23-X26 
taken together = loop; Zl, Z6, Z5, Z20 independently - hydrophilic amino 
acid, small amino acid, cysteine-li ke amino acid; X9-X12 taken together = 
p-turn; at least one of X9-X12, X23-X26 = basic amino acid; and 
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half-life 
cyclopept ide 



wherein the peptide has net pos . charge at physiol. pH] comprising and 
amphiphilic antiparallel p-sheet region, a loop region, and a 
f3-turn region having broad spectrum antimicrobial activity. The 
peptides exhibit improved efficacy, bioavailability and/or serum 
as compared with non-cyclized analogs. Thus, cystine-containing 
II inhibited Pseudomonas aeruginosa with MIC = 8 Mg/mL and 
methicillin-resistant Staphylococcus aureus with MIC = 2 jag/mL compared 
to 32 ng/mL against both bacteria for the uncyclized peptide. In 
addition, II showed increased activities after 15 min and 120 min relative to 
the uncyclized peptide. 



REFERENCE COUNT: 
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Preparation of peptides with bactericidal activity and 
endotoxin neutralizing activity for gram negative 
bacteria 

Gray, Beulah H.; Baseman, Judith R . ; Mayo, Kevin H. 
Regents of the University of Minnesota, 
U.S., 56 pp., Cont . -ih-part of U.S. Ser. 
CODEN: USXXAM 
Patent 
English 
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USA 
. No. 



218, 026. 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



US 5830860 

US 5786324 

WO 9744354 

W: CA, JP, 
RW: AT, BE, 

EP 939766 

R: DE, FR, 

JP 2000511892 

US 6486125 

US 2003153502 
PRIORITY APPLN. INFO. 



19981103 
19980728 
19971127 



A 
A 
A2 
US, US 

CH, DE, DK, ES, 

A2 19990908 
GB, IT, SE 



US 1996-653632 
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EP 1997-928665 19970523 



T2 20000912 JP 1997-542843 19970523 

Bl 20021126 US 1999-194296 19991015 

Al -20030814 US 2002-300083 20021120 

US 1994-218026 A2 19940324 
US 1996-653632 A2 19960524 
US 1996-671487 A2 19960627 
WO 1997-US8944 W 19970523 
US 1999-194296 A3 19991015 
AB The invention provides biol . active peptides derived from or corresponding 
to regions of a bactericidal permeability increasing factor (B/PI) . The 
peptides are preferably about 10 to 100 amino acids long and have 
bactericidal and/or endotoxin neutralizing activity. The peptides can be 
prepared by automated protein synthesis or by recombinant DNA methods. The 
peptides are useful in methods to treat and prevent bacterial infection in 
the body and on surfaces. The peptides are also useful to treat endotoxin 
shock and have endotoxin neutralizing activity. 
REFERENCE COUNT * 35 THERE ARE 35 CITED REFERENCES AVAILABLE FOR THIS 
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bacteria and methods for their use 

Gray, Beulah; Haseman, Judith R . ; Mayo, Kevin 

Regents of the University of Minnesota, USA 

U.S., 46 pp. 

CODEN: USXXAM 

Patent 

English 
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PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



US 5786324 
US 5830860 

PRIORITY APPLN. 

AB The invent 
to regions 
peptides a 
endotoxin 
DNA synthe 
methods to 
surfaces . 

REFERENCE COUNT 



A 
A 

INFO. : 

ion provides 

of a bacteri 
re about 10 t 
neutralizing 
sis or by rec 
treat and pr 
The peptides 
7 6 



19980728 US 1994-218026 19940324 

19981103 US 1.996-653632 19960524 

US 1994-218026 A2 19940324 
biol. active peptides derived from or corresponding 
cidal permeability increasing factor (B/PI). The 
o 100 amino acids long and have bactericidal and/or 
activity. The peptides can be prepared by automated 
ombinant DNA methods. The peptides are useful in 
event bacterial infection in the body and on 
are also useful to treat endotoxin shock. 

THERE ARE 7 6 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L76 ANSWER 27 OF 34 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



CAPLUS COPYRIGHT 2004 ACS on STN 
1997 : 414155 CAPLUS 
127:31334 

Kawaguchipeptin B, an antibacterial cyclic 
undecapeptide from the cyanobact erium Microcystis 
aeruginosa 

Ishida, Keishi; Matsuda, Hisashi; Murakami, Masahiro; 
Yamaguchi, Katsumi 

Laboratory of Marine Biochemistry Graduate School of 
Agricultural Life Sciences, University of Tokyo, 
Tokyo, 113, Japan ■ 

Journal of Natural Products (1997), 60(7), 724-726 
CODEN: JNPRDF; ISSN: 0163-3864 
American Chemical Society 
Journal 
English 

Kawaguchipeptin B, an antibacterial cyclic undecapeptide, was isoJ.ated 
from the cultured cyanobac terium Microcystis aeruginosa (NIES-88). Its 
structure was elucidated as (I) on the basis of 2D NMR data and chemical 
degradation I inhibited the growth of the Gram-pos . bacterium Staphylococcus 
aureus at a concentration of 1 ng/mL (MIC) . 
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PREV200400009801 

An engineered multidomain bactericidal 

peptide as a model for targeted antibiotics against 
specific bacteria. 

Qiu, Xiao-Qing; Wang, He; Lu, Xiao-Fong; Zhang, Jie; Li, 
Sheng-Fu; Cheng, Gang; Wan, Lin; Yang, Li; Zuo, Jun-Yong; 
Zhou, Yu-Qi; Wang, Hai-Yun; Cheng, Xin; Zhang, Su-Hua; Ou, 
Zheng-Rong; Zhong, Zi-Cheng; Cheng, Jing-Qiu; Li, You-Ping; 
Wu, George Y. [Reprint Author] 
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Article 
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DDBJ-AF0017 83; EMBL-AF0017 83 ; GenBank-AFOO 1 7 8 3 ; 
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Entered STN: 24 Dec 2003 
Last Updated on STN: 24 Dec 2003 
AB We constructed a peptide consisting of a staphylococcal AgrDl pheromone 
fused to the channel-forming domain of colicin la and named it 
pheromonicin . This fusion peptide had bactericidal effects 
against methicillin-sensitive . and methicillin-resistant 
Staphylococcus aureus (MSSA and MRSA, respectively) , but 
not against Staphylococcus epidermidis or Streptococcus pneumoniae. 
Growth rates, vital staining and colony forming unit (CFU) counts showed 
that pheromonicin did not merely suppress growth but killed S. 
aureus cells. The specificity of pheromonicin was shown by the 
absence of bactericidal effects against an accessory 
gene regulator (agr) locus knockout of 
S. aureus, and a dose-dependent inhibition of the 
bactericidal effects of pheromonicin by competition with 

corresponding free AgrD pheromone. In vivo, all pheromonicin- t reat ed mice 
survived administration of MRSA that was lethal to controls. No toxicity 
was detectable in human liver or renal cells in culture, or in livers, 
kidneys or spleens of pheromonicin-treated mice. The results suggest that 
these types of chimeric peptides may be of value as antibiotics against 
specific bacterial infections. 
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, useful for treating or preventing a staphylococcal 

infection or disease. 

B04 

BEAVIS, R; JI , G; 'NOVICK, R P 

(BEAV-I) BEAVIS R; (JIGG-I) JI G; (NOVI-I) NOVICK R P 
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US 2003078378 Al 20030424 (200357)* 12 
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DATE 
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US 1994-318499 
US 1996-651226 
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US 2003078378 Al Cont of 



US 6447786 



PRIORITY APPLN. INFO: US 1997-861476 19970522; US 1994-318499 

■ 19941004; US 1996-651226 19960522; US 
2002-201444 20020723 
AB US2003078378 A UPAB: 20030906 

NOVELTY - A purified peptide, which inhibits agr-rnalll 
transcription in Staphylococcus aureus, is new. The 

peptide contains 6-12 amino acids in length and comprises amino acid 28 
from the AgrD region of a Staphylococcibacteriurn, or its analogue. 

- DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for: 

(1) a peptide composition comprising the purified peptide cited above 
and a pharmaceutical carrier; and 

(2) treating or preventing an infection or disease caused by 
S. aureus in a subject comprising administering to the 

subject the purified peptide. 

ACTIVITY - Antibacterial. 
No biological data given. 

MECHANISM OF ACTION - Virulence Factor Inhibitor. 

USE - The purified peptides and compositions are useful for treating 
or preventing an infection or disease caused by a Staphylococci bacterium. 
Dwg. 0/4 
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New cyclic peptides, useful for 
treating Staphylococcus aureus 

infections . 
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APPLICATION 
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US 2002077453 Al Provisional US 1998-90402P 19980624 

Cont of US 1999-339511 19990624 

US 2001-32950 20011227 

PRIORITY APPLN. INEO: US 1998-90402P 19980624; US 1999-339511 

19990624; US 2001-32950 20011227 
AB US2002077453 A UPAB: 20021113 

NOVELTY - A cyclic peptide is new. 

DETAILED DESCRIPTION - A cyclic peptide of 
formula (I) is new. 

X = amino acid, amino acid analog, peptidomimetic or non-amide 
isostere ; 

Z f = synthetic or biosynthetic amino acid; 
R — O, N or C; 
n = 0-10; and 
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y = 1-10. 

INDEPENDENT CLAIMS are included for: 

(1) a cyclic peptide of formula H2N-Xn-Z ' -Xy-COOH 

(II) with a cyclic bond between Z' and COOH other than a thioester bond; 

(2) compositions comprising the peptides; 

(3) method for treating S. aureus infection 
comprises administration of the composition; 

(4) . method for preparing (I) . 
ACTIVITY - Antibacterial. 

MECHANISM OF ACTION - Agr response inhibitor. 

USE - The peptides are useful for treating S. 
aureus infections (claimed) . 
Dwg, 0/3 
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APPLICATION 
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US 1998-90402P 
US 1999-339511 



19980624 
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19980624; US 1999-339511 



US 1998-90402P 
19990624 

AB US 6337385 B UPAB: 20021118 

NOVELTY - A synthetic cyclic peptide (I), in 

particular a AgrD-autoinducing peptide, where AgrD is a secreted 
agr-encoded peptide, where the agr locus controls the 

synthesis of virulence factor and other extracellular proteins responsible 
for pathogenicity in Staphylococcus aureus, is new. 

DETAILED DESCRIPTION - A synthetic cyclic peptide 
(I) with formula (A) or NH2-X (n) -Z-X (y) -COOH, and a cyclic bond between Z 
residue and COOH other than a thioester bond, in particular a 
AgrD-autoinducing peptide, where AgrD is a secreted agr-encoded 
peptide, where the agr locus controls the synthesis of virulence 
factor and other extracellular proteins responsible for pathogenicity in 
Staphylococcus aureus, is new. 

X = an amino acid, its analog, peptidomimetic, or nonamide isostere; 

Z' = synthetic or biosynthetic amino acid; 

R = oxygen, nitrogen, sulfur or carbon; 
n = 0-10; or 
y = 1-10. 

INDEPENDENT CLAIMS are also included for the following: 
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(1) a pharmaceutical composition (II) comprising (I), and a carrier; 



and 



( 2 ) preparing ( I ) . 
ACTIVITY - Antibacterial. 

MECHANISM OF ACTION - Inhibitor of Agr response. Synthetic 
approach was used to prepare AgrD peptides from Staphylococcus 
aureus group I and group II strains. The biological activity of 
the synthetic AgrD peptides was assayed using cultured S. 
aureus strains containing a beta -lactamase reporter gene fused to 
agrP3 promoter. This allowed activation or inhibition of the agr 
response to be monitored spectrophotometrically using a calorimetric beta 
-lactamase activity assay. As with their naturally derived counterparts, 
synthetic AgrD peptide was found to activate the agr response 
only within their own S. aureus class, and inhibit the 
agr response only in S. aureus strains from 
the other two classes. 

USE - (I) is useful for bacterial interference, especially for 
treating S. aureus infection in a subject. 
Dwg.0/3 
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WO 9967286 
WO 9967286 
WO 9967286 



PRIORITY APPLN 
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INFO: US 1998-103438 19980624 
WO 9967286 A UPAB: 20000313 
NOVELTY - Cyclic peptides (I) derived from AgrD 
peptides of Staphylococcus aureus are new. 
DETAILED DESCRIPTION - (I) are: 

(i) of formula (la), or 

(ii) (lb), comprise the sequence NH2-Xn-Z-Xy-COOH with a cyclic bond, 
other than thioester, between Z and COOH : 

X = amino acid (aa) , aa analog, pept idomimetic or non-amide 
is os t ere; 

Z = synthetic or natural aa; 

R = oxygen, nitrogen or carbon; 
n = 0-10; 
y = 1-10 

INDEPENDENT CLAIMS are also included for the following: 

(a) composition containing (I) and a carrier; and 

(b) method for production of (I) . 
ACTIVITY - Antibacterial. 

MECHANISM OF ACTION - (I) inhibits the agr response 
(associated with release of virulence factors) of S. 
aureus. Normally an AgrD peptide is produced by S. 
aureus that (i) activates the agr response in strains of 
a single group but (ii) interferes with this response in strains of 
different groups. 

USE - (I) are used to treat infections by S. aureus 

ADVANTAGE - (I), which mimic the AgrD peptides but have the 
thiololactone bond replaced by a different cyclic bond, lack the 
agr-inducing activity of the native peptide for specific bacterial 
strains, but retains the inhibitory activity against other strains 
can be produced in excellent yield by selective intermolecular 
cyclization/cleavage reaction of the resin-bound, unprotected, linear 
analog . 
Dwg.0/3 
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AU 9912490 A Based on WO 9926968 

PRIORITY APPLN. INFO: GB 1997-24859 19971126 
AB WO 9926968 A UPAB: 20000516 

NOVELTY - Cyclic peptides (I), their acid or base 

addition salts and prodrugs are new. 

DETAILED DESCRIPTION - (I) have the formula: 

A, B,. E and D = residues of natural or synthetic amino acids (aa), 
optionally substituted; 
m - 0-5; 
n = 1-5; ; 

X = sulfur, oxygen or NR3; 

Rl, R2 and R3 = hydrogen, 1-6C alkyl, acyl or alkoxycarbonyl, or, 
where m = 0, Rl and R2 may complete a heterocyclic ring; 
each Z = residue as defined for A; 

the peptide bonds in (I) are optionally substituted on nitrogen by 
1-6C alkyl. 

When n =1, X = sulfur, and Rl = R2 = hydrogen and when: 

(i) ABED - Asp-Phe-Ile-Met respectively, (Z)m is not H-Tyr-Ser-Thr ; 

(ii) ABED = Asn-Ala-Tyr-Phe respectively, {Z)m is not H-Asp-Ile; 

(iii) ABED = Asp-Phe-Leu-Leu respectively, (Z)m is not H-Tyr-I le-Asn ; 

or 

(iv) ABED = Ser-Ser-Leu-Phe respectively, (Z)m is not 
H-Gly-Val-Asn-Ala . 

INDEPENDENT CLAIMS are included for the following: 

(1) articles coated and/or impregnated with (I); and 

(2) compounds of formula (II): 
where: 

(i) A1B1E1D1 = Asp-Phe-Ile-Met respectively, Y is H-Tyr-Ser-Thr; 

(ii) A1B1E1D1 - Asn-Ala-Tyr-Phe respectively, Y is H-Asp-Ile; 

(iii) A1B1E1D1 = Asp-Phe-Leu-Leu respectively, Y is H-Tyr-Ile-Asn; or 

(iv) A1B1E1D1 = Ser-Ser-Leu-Phe respectively, Y is H-Gly-Val-Asn-Ala . 
ACTIVITY - Antibacterial. 

MECHANISM OF ACTION - (I) are modulators of the agr 
response; agonists of this response antagonize early stages of virulence, 
specifically production of cell wall proteins (so are preferred for 
prophylaxis), while antagonists interfere with the later stages of 
virulence, specifically secretion of exotoxin (so are preferred for 
treatment) . Staphylococcus aureus KH1187A was grown in 
nutrient broth containing 1.92 mu g/ml of the peptide ZA78, 
cyclo (Ac-Cys-Asp-Phe-Ile-Met ) , then the culture supernatant 

analyzed by electrophoresis and staining with Coomassie Blue. The band for 
toxic shock syndrome toxin-1, clearly visible in a control culture grown 
in absence of ZA78, was not detectable. 

USE - (I) and (II) are used to treat or prevent bacterial infections 
in humans and animals, also for incorporation into medical articles, e.g 
tampons (to prevent toxic shock syndrome), prostheses and wound dressings. 
Particularly they are active against staphylococci, specifically 
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Staphylococcus aureus but also coagulase-nega t i ve S. 
epidermidis , implicated in infection of medical implants. 

ADVANTAGE - Some (I) are active against many different bacterial 
strains . 
Dwg. 0/0 
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PATENT NO 



KIND 



PATENT NO 
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Based on 



WO 9711690 



PRIORITY APPLN. INFO: 
AB 
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US 1996-672215 
19950929 
WO 9711690 A UPAB: 19970516 
Treatment or prophylaxis of a bacterial infection in a mammal, by admin, 
of a cpd. comprising an inhibitor of a global regulator (IGR) of 
pathogenesis genes (PG) , is new. Also claimed is a method of treating a 
bacterial infection by administering an inhibitor of one or more 
pathogenesis factor s ' modulated by agr, sar, sae or xpr . Also new 
is a method of screening for an IGR' of PG, by determining whether a test 
cpd. alters the level of activity of that IGR . Also claimed is a method 
for making an antibacterial agent (ABA) , comprising screening 
for the ABA by measuring the ability of ABA to alter the level of activity 
of global regulator of PG; and synthesising ABA in sufficient amount for 
admin, to the patient. Also claimed are pharmaceutical compsns . containing an 
inhibitor of a global pathogene regulator and a carrier. 

USE - The cpds., termed antipathogenics , are of use in both human and 
veterinary infections. They inhibit the naturally occurring, 
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growth-dependent induction of the P3-driven RNAIII and those downstream 
virulence factors under its influence. Treatment with the cpds . may have 
any of the following effects: attenuating host inflammatory response, 
decreasing load of bacterial toxins, disfavouring colonisation of the 
host, or aiding clearance of infection by the host, and potentiation of 
the effect of traditional drugs, either by weakening the bacteria or 
relocating them to a drug or host factor accessible category. 

ADVANTAGE - The method represents a new approach to bacterial 
infections, in contrast to prior art bactericidal, 

bacteriostatic, or antibiotic cpds., which either kill the microbes or 
inhibit their growth. The new method targets bacterial pathogenesis, or 
virulence factors, reducing or eliminating expression of exoproteins, 
toxins, or other pathogenic factors, associated with specific genes. Even 
resistant strains of bacteria, partic. staphylococci, most notably 
S. aureus, which have developed resistance to 

methicillin or are multi-drug resistant, can be regulated by the cpds. to 
alter the course of an infection. 
Dwg . 0/20 
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